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CXAIMS 



1 . Use of a compound of fonnula (I): 




in which: 

A is a 6-menibered ring optionally containing a double bond and optionally containing an 
oxygen atom or MR group in the ring; 

R is hydrogen or Ci.6 alkyl; 

and R^ are independently, Ci.6 alkyl or C3.6 cycloalkyl both of which can optionally 
contain one or more O, S or NR^ groups, or R' and R^ together with the nitrogen atom to 
which fhey are attached form a 3,4-dihydroisoquinoline ring or a 5- or 6-membered 
saturated ring optionally containing a further O, S or N atom and optionally substituted by 
a group -(CH2)p-R^ where p is 0 to 3 and R^ is Ci^ alkyl, CONR^R^ where R^ and R* are 
independently hydrogen, alkyl which can optionally contain one or more 0, S or NR^ 
groups, or together with the nitrogen atom to which they are attached form a 5- or 6- 
membered saturated ring optionally containing a further O, S or NR^ group; 
or R^ is a 4 to 7-membered saturated ring optionally containing one or more 0, S or N 
atoms, or an aryl or heteroaryl group containing one to four heteroatoms selected from O, 
S or N, the saturated ring, aryl and heteroaryl groups all being optionally substituted by 
halogen, amino, hydroxy, cyano, nitro, carboxy, CONRV, SOaNR'^R^ S02R\ 
trifluoromethyl, NHS02R^ NHCOR^ Ci^ alkyl, C1.6 alkoxy, SR^ or NR^R^° where and 
R^° are independently hydrogen, C1.6 alkyl or together with the nitrogen atom to which they 
are attached form a 5- or 6-membered saturated ring optionally containing a further 0, S or 
NR^ group; 
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is hydrogen or Cue alkyl; 

R* is hydrogen or Ci.6 alkyl; 

is hydrogen, Ci^ alkyl or C3-6 cycloalkyl both of which can optionally contain one or 
more O, S or NR^ groups or R^ is aryl or a 5- or 6-membered heteroaryl group containing 
one or two heteroatoms selected from O, S or N, the aryl and heteroaryl groups all being 
optionally substituted by halogen, amino, hydroxy, cyano, nitro, carboxy, CONR^R^, 
S02NR^R^ S02R^ trifluoromethyl, NHS02R^ NHCOR^ C1.6 alkyl, Ci^ alkoxy, SR^ or 
NRWhereR^and R^*' are independently hydrogen, C1.6 alkyl or together with the 
nitrogen atom to which they are attached form a 5- or 6-membered saturated ring 
optionally containing a further 0, S or NR^ group; 

or R"^ and R^ together form a 5- or 6-membered saturated ring optionally containing a 
further O, S or NR"^ group and optionally substituted by , Ci-6 alkyl; 

and pharmaceutically acceptable salts or solvates tiiereo:!^ m the manufacture of a 
medicament for use in the inhibition of Cathepsin S in a warm blooded animal, such as 
man. 

2. Use according to claim 1 in which A is a cyclohexane ring. 

3. Use according to claim 1 or 2 in which R' and R^ together with the nitrogen atom to 
which they are attached form an unsubstituted morpholine ring or a piperidine ring 
substituted by a group -(CH2)p-R^ where p and R^ are as defined in claim 1 

4. Use according to any one of claims 1 to 3 in which R^ is hydrogen. 

5. Use according to any one of claims 1 to 4 in which R"^ is hydrogen. 

6. Use according to any one of claims 1 to 5 in which R^ is hydrogen or phenyl 
optionally substituted by Ci^ alkyl or Cu6 alkoxy. 

7. Use according to any one of claims 1 to 6 where the compoimd of formula (I) is 
selected from: 



wo 2004/000825 



PCT/SE2003/001080 



22 



( 1 R,2R)-N--[Cyano(2-methoxyphenyl)methyl]-2-(moipholin-4- 
ylcarbonyl)cyclohexanecarboxamide, 
(lR,2R)-N-[Cyano(2-me1iioxyphenyl)methyl]-2"{[4-(4-fluo 
yl]carbonyi}cyclohexane carboxamide, 

(lR,2R)-N-[Cyano(2-methoxyphenyl)me%l]-2-(3,4-dihydroisoquin^^ 
ylcarbonyl)cyclohexaiie carboxamide, 
(i) Trans-N-(cyanomethyl)-2- {[4-(4-fliiorobeiizyl)piperazin-l- 
yljcarbonyl} cyclohexanecarboxamide, 

(db) Trang-N-[cyano(2-methoxyphenyl)mefhyl]-2-[(4-methylpiperazm^ 
yl)carbonyl]cyclohexanecarboxainide, 

(lR^R)-N-[Cyano(2-methoxyphenyl)methyl]-2- {[4-(4-fluorophen^ 
yl]carbonyl}cyclohexane carboxamide, 

(lR,2R)-N-(4-Cyano-l-methylpiperidin-4-yl)-2-{[4-(4-fluorophenyl)pip^^ 

yl]carbonyl}cyclohexane carboxamide, 

and pharmaceutically acceptable salts thereof. 

8. A compound of fomiula (I) as defined in any one of claims 1 to 7 for use in titierapy. 

9. A pharmaceutical composition which comprises a compound of the formula (I) as 
defined in any one of claims 1 to 7 or a pharmaceutically acceptable salt thereof and a 
pharmaceutically acceptable diluent or carrier. 

10. A method for producing inhibition of a cysteine protease in a mammal, such as man, 
in need of such treatment, which comprises administering to said mammal an effective 
amount of a compound of the present invention as defined in any one of claims 1 to 7, or a 
pharmaceutically acceptable salt thereof. 

11. A method for producing inhibition of a cysteine protease in a mammal, such as man, 
in need of such treatment, which comprises administering to said mammal an effective 
amount of a compound as defined in any one of claims 1 to 7, or a pharmaceutically 
acceptable salt thereof. 
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12. A method for treating pain, such as neuropathic pam, in a mammal, such as man, in 
need of such treatment, which comprises adnunistering to said manraial an effective 
amount of a compound as defined in any one of claims 1 to 7, or a pharmaceutically 
acceptable salt thereof 



